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IM THE CLAIMS 

Amend claims as shown below; cancel claims 7-8. Add new claims 11-13. 

1 (Currently amended) M e t h od -A method for detecting the effect of different 
chemotherapeutic agents and/or radiation in malignant diseases bv determining the 
expression levels of the p53 gene and/or variants thereof, comprising the steps. 

(a) collecting cells and/or tissue from a subject with a malignant disease. 

(b) determining the expression of the p53 gene or variants thereof bv analysis of 
p53-specific RNA, in a portion of the cells and/or tissue, 

(c) placing into culture an additional portion of the cells and/or tissue, and 
treating the cultured cells and/or tissue with one or more cytostatic 
s compounds and/or radiation treatments. 

(d) determining the expression profile of the p53 gene or variants thereof, in the 
cells and/or tissues bv analysis of p53-specific RNA, and, assigning an 
observed change in the treated cells 1 and /or tissue's expression profile to the 
corresponding treatment with one or more cytostatic compounds and/or 
radiation, and 

(e) comparing the expression profile obtained in step fb) with an expression 
profile of step (d) and based on the comparing, selecting one or more 
cytostatic compounds and/or radiation treatments for administering to the 
subject. 

wherei n th e e xpr es sion profil o sof apopto s i s- r o gulat i ng and/or coil growth r e gu l ating 
g e n e s a fid /or i ndiv i dua l d i ffer e nc es (mutations) i n tho g e ne soqu e nooo i c d e t e rm ined 





2 



z£-co:(ss-luuj) Nouvuna * c/ce swzu-aiso , gocezzsisiNa « o/i-daxdB-oidsrvaAs * [awii igBnAea ujaisegj wd e*:fr*:i toozrc/OL iv aAoa * cut- govd 

Att/s Docket: 101195-67 

and - th e- chang e s - a ss ociat e d with ohornothorapoutio a ge n ts an d /o r r ad i at i on th e rapy ar e 
i d en t i fi e d, rop fesente d and d i agno c tica ll y eva l uated. 

2. (Currently amended) M e thod A method In accordance with claim 1 , wherein the 
expression profiles of one or more additional genes are determined, the additional genes 
being selected from the group consisting of the Bcl-2 family, proforab l y Bax, p53, -p1 6, 
caspases, Rb, cyclins, inhibitors of cyclin-dependent kinases (CDKIs), ATM and 
inhibitors of apoptosis proteins (IAPs) A and/or mutations variants thereof i n t he g e n e s -are 
determined using protein or DNA/RNA analyses and evaluated singly or in various 
combinations. 

3. (Currently amended) Method A method in accordance with claim 1 , wherein in d i v i du al 
differences in the sequence of apoptosis and/or cell growth-regulating genes an4 -and/ or 
tfre -their expression profiles of tho i r gone - product s T which - occur in malignant diooacoc, 
are related- correlated with the apoptosis and/or cell growth-regulating genes' t e^an 
ind i v i dua l ly different responsiveness to dfuqs- cvtostatic compounds and/or radiation. 
and ar e e va l u ate d, particular l y w i th rogard to thoir r el evanc e to th e rosponso to th erapy^ 

4. (Currently amended) Method for selecting more o ff i cac i ous therapeutic agents for the 
treatment of malignant diseases, wherein the status- expression profiles of one or more 
cell cycle genes and/or of apoptosrs-associated target genes or of-tbeif-gene products 
thereof, in body fluids, cells or organs are determined ex vivo and the more efficacious 
agents4 or th is status aro colootod . 

5. (Currently amended) M e thod A method in accordance with claim 4, wherein agents 
for the treatment of leukemic and non-leukemic malignant neoplasias disea ses and other 
hematological ma l ignoma c malignancies and solid tumors like, for example, tumors of 
the gastrointestinaf tract, pancreas, prostate, gynecological tumors, sarcomas, brain 
tumors, skin and lung tumors as well as tumors of endocrine organs are evaluated. 



ELEB 313 



3S-C0:<ss-ww) NOUVUna * CZC6 8nZ^:a[S3 * 90C6ZZ8:SINa . 0/kdaXd3-O±dSn:*lAS * [swii >M6||Aea ujaiSBa] Wd Ct:frfrH M02/e/<H IV QAOU * CMS 30Vd 



Atty's Docket: 101195-67 

6. (Currently amended) Mothod A method in accordance with claim 4, wherein 
therapeutic agents are known cytostatic agents, preferably steroid hormones, alkylating 
agents, anthracyclines, anti metabolites, taxanes, topoisomerase inhibitors, Vinca 
alkaloids, cisplatin and other platinum analogues and many more. 

7. (Canceled). 

8. (Canceled). 

9. (Currently amended) Mothod A method in accordance with claim 1 , wherein for the 
treatment of leukemic dise a se s and non-leukemic malignant neoplasias , main l y of 
chron i c lymphocytic t o uk o mia, t he p53 expression profile or mutations are evaluated 
and, subjects demonstrating p53 mutations w i th tho proGonc o of m u tations w i th i n th e 
G Q di ng - s e quonoo region s of - tho p53 gonoo. a will not receive a t reatment with DNA- 
damaging substances or other cancer therapeutics. , part i cu l ar l y with al kyl at i ng ag e nts T - 
anthraoyc linos and f l udarabin e t is avo i ded and an e t he M o rm of - th e r -a py io oolootod. 

1 0. (Currently amended) Mothod A method in accordance with claim 1 , wherein by 
combination of the determination of the status of different apoptosis and/or cell growth- 
associated genes, ma i nly of p53 and Bax or their gene products and/or mutations and/or 
their homologues, individual schemes of treatment are drawn up. 

1 1 . (New) The method of claim 1 , wherein the expression profiles of one or more 
additional genes are determined, the genes being selected from the group consisting of 
Bcl-2, Bax, p16 and caspase. 

12. (New) The method of claim 9, wherein the leukemic disease is chronic lymphocytic 
leukemia. 

1 3. (New) The method of claim 1 0, wherein the genes are p53 and/or Bax. 
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